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= linical investigators and insti-
tutional review boards (IRBs)
...+ cannot ignore elements of the
federal human subjects regulations
they deem ethically inappropriate in
particular cases. Doing so would
undermine the integrity of the federal
regulations, and threaten public trust
in human subjects research generally.
At the same moment, strictly enforc-

“ing each and every regulatory

requirement can inadvertently harm
subjects and inhibit the progress of
important clinical research. Given
that substantial revisions to the fed-
eral Common Rule are likely in the
near future,'? a solution to this
dilemma that both protects subjects
and facilitates biomedical discovery
is urgently needed.

The federal requirement that
research subjects sign informed con-
sent documents (45 CFR 46.117a)
illustrates that even ostensibly minor
requirements can have unintended
negative consequences. Arguments
that the purpose of the signature
requirement is to protect institutions
and investigators? raise a question
for IRBs about what role, if any, the
signature requirement should play in
the protection of human subjects. To
address this question, we consider a
number of cases in which the
requirement for a signature conflicts
with subjects’ preferences and values,
poses risks to their well-being, and
slows the pace of research. Based on
these cases, we offer an analysis of
the protections that must be in place
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to ensure that subjects’ consent is
obtained appropriately, and the
measures IRBs can approve to imple-
ment these protections,

The signature requirement has
unintended negative consequences in
four kinds of cases. First, it some-
tirnes inadvertently conflicts with
subjects’ values. For instance, the
Old Order Amish community has a
long history of regarding verbal
agreements as binding, leading to a
cultural norm proscribing signatures
on contracts. Given this tradition,
many Amish view requests for a sig-
nature as insults to their personal
and cultural integrity.’ As a result,
the requirement that they sign a con-
sent form forces them to choose
between access to research versus
acting in accord with their values. If
enough Amish choose to act in
accord with their values, some of the
opportunities that this population
presents for conducting important
genetic research—the 75,000-
130,000 Amish are descended from
just 47 families—may be lost.

One might assume that the solu-
tion to this difficulty is straightfor-
ward: IRBs and investigators should
simply ignore the signature require-
ment when its use would be inappro-
priate. Unfortunately, the fact that a
signature is required in most cases,
not simply recommended, and that
the Office for Protection from
Research Risks (now the Office of
Human Research Protection) has
taken this requirement seriously, pre-
clude this solution. To take one
example, a National Institute of
Deafness and Communicative
Disorders (NIDCD) working group




report cites an international study of
congenitally deaf, illiterate individuals
who use a unique sign language. After
the investigators developed a cultural-
ly appropriate oral consent process,
OPRR blocked the proposal because
it did not satisfy the signature require-
ment.b

Although one might object to this
response, investigators and IRBs can-
not be allowed to choose which ele-
ments of the regulations they follow
and the regulations do not allow for
waiver of specific requirements in
individual cases. Given these difficul-
ties, the NIDCD working group rec-
ommends revision of the federal regu-
lations to allow “videotapes, interac-
tive computer programs, and other
oral and electronic means to obtain
informed consent” for individuals
who do not read or write and deaf
people who do not vocalize, but could
give consent using sign language.

Because research funded by the
NIH must follow the U.S. regulations,
conflicts between the signature
requirement and subjects’ values are
likely to increase as .S, investigators
become more involved in areas of the
world that rely on verbal agreements.
Most international guidelines recog-
nize this concern and allow IRBs to
better respect subjects and their cul-
tures by allowing alternatives to signa-
ture in particular cases. For instance,
the Declaration of Helsinki states that
researchers should obtain subjects’
informed consent “preferably in writ-
ing,”? while the Council for
International Organizations of
Medical Sciences (CIOMS) states that
“as a general rule” investigators
should obtain a signed form.®
Sirnilaxly, the Canadian Tri-Council
states: “In some cultures, written con-
sent is the norm whereas in others,
verbal consent may not only be the
norm, but it also may be regarded as
the only acceptable mode of formal
consent.”® To avoid even the appear-
ance of cultural imperialism, the U.S.
federal regulations should be amended
along the same lines.

One of the classic accounts of
informed consent describes a second
unintended consequence of the signa-
ture requirement:
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In buying a house or a car, the
signature on the dotted line com-
pletes the transaction. Buyer and
seller are both committed. There
is usually no turning back ... The
same effect can be seen in med-
ical treatment and research.
Patients often see the signed form
as binding them to go through
with treatment to which they
have consented.*®

To the extent that this understanding
cannot be altered by the research
team’s brief clarification prior to sign-
ing, mandating a signature contflicts
with the requirement that individuals
be assured that research participation
is voluntary. A study of chronically ill
elderly people (N=67; median age =
75.5) supports this possibility, finding
that 25% of potential subjects who
wanted to participate refused to sign
the consent form. The authors point
out that some elderly subjects regard
signature as implying a binding com-
mitment and conclude that its require-
ment may jeopardize “the feasibility
of gaining a sample that is representa-
tive of the aging chronically ill popu-
fation.”** Unfortunately, there is no
recent data to assess this possibility
fully. Indeed, as long as the signature
requirement remains, studies that
include alternative methods for indi-
cating consent will violate federal law.
Thus in addition to better respecting
subjects, amending the regulations to
include alternative processes for indi-
cating consent would allow investiga-
tors to conduct much needed research
into how the signature requirement
affects subjects’ understanding of clin-
ical research.

Next, the signature requirement
sometimes poses risks to subjects’ con-
fidentiality. For instance, researchers
working in Uganda find that many
individuals are interested in participat-
ing in clinical research, but unwilling
to sign a consent form. For some
Ugandans, this reluctance may trace
to ambivalence over enrolling in
research. For others, however, it traces
to Idi Amin’s reign of terror: the fear
remains that signing a consent form
will lead to punishment by a xeno-
phobic government.** Although the

regulations recognize that signing may
pose risks, they allow IRBs to waive
the signature requirement in two cases
only:

(1) The only record linking the
subject and the research would be
the consent document and the
principal risk [of the research]
would be potential harm resulting
from breach of confidentiality, or
(2} The research presents no more
than minimal risk and involves
no procedures for which written
consent is normally required out-
side of the research context
{45CFR 46.117).

Surveys and some observational
studies meet these conditions; howev-
er, many cancer chemotherapy proto-
cols, AIDS drug trials, malaria vaccine
trials, stroke treatment trials, and
heart disease protocols do not. The
principal risks of many of these proto-
cols trace to the side effects of the
drugs and vaccines being tested, not
breaches of confidentiality; and these
risks are invariably greater than mini-
mal. Since IRBs cannot waive the sig-
nature requirement for these studies,
individuals whose values conflict with
signing must act contrary to these val-
ues or be barred from a significant
portion of clinical research. Similarly,
those whose confidentiality is placed
at risk by signing a consent document
must accept those risks in order to
enroll in these studies.

Finally, some individuals are per-
fectly willing to sign, but unable to do
so. For instance, the Department of
Clinical Bioethics at the NIH was
asked to consult regarding an individ-
ual who had complete loss of motor
control of his limbs of unknown etiol-
ogy. While the individual was interest-
ed in participating in research, he was
unable to sign a consent form. By not
allowing IRBs to approve alternative
metheds for subjects to indicate their
consent, the regulations inadvertently
block such individuals from research
and investigators from the scientific
information that these subjects’ partic-
ipation might yield. This problem
could affect all those with advanced
multiple sclerosis and Lou Gehrig’s
disease and thereby inhibit important
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research on these conditions. Similarly,
many individuals present to emer-
gency rooms without their next of
kin,'* 4 and many next of kin do not
have access to fax machines that
would allow them to submit their sig-
nature by phone. Recognizing this dif-
ficulty, the federal regulations allow
the requirement for informed consent
to be waived provided several strict
requireraents are met, including that
the research concerns a life-threaten-
ing condition.’s Limiting the possibili-
ty for waiving informed consent in
emergency situations to life-threaten-
ing conditions leaves the possibility
that the need for a signature may
block important research on non-life-
threatening conditions. For instance,
to test new drugs that might reduce
the sequelae of generalized seizure if
given within an hour of onset, investi-
gators need to enroll subjects who are
at the time unable to give informed
consent. When these subjects present
to emergency departments without
their legally authorized representatives
he signature requirement blocks
investigators from enrolling them in
this important research for no appar-
ent scientific or ethical reason.

Taken together, these examples
reveal thar the difficulties with the sig-
nature requirement are neither trivial
nor restricted to a few individuals. In
a broad range of cases, the require-
ment for a signature inadvertently
conflicts with subjects’ values, under-
mines the informed consent process,
poses risks to subjects, and blocks
important research. To avoid these
costs, the regulations should be
amended to allow IRBs the flexibility
to approve alternative methods for
indicating consent.

% ny ethically valid process for

% enrolling competent subjects in
research must satisfy three conditions:
(1) sufficient evidence that subjects
who enroll want to enroll; {2) sub-
jects’ control over whether they enroll;
and (3} sufficient evidence, accessible
to observers independent of the
research team, that conditions one and
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two have been satisfied when subjects
are enrolled. To avoid the unintended
negative consequences of the signature
requirement, the federal regulations
could state these protections explicitly
and then allow IRBs the flexibility to
approve alternative methods to meet
them,

First, clinical investigators have an
obligation to respect subjects’ prefer-
ences and values. To guard against
unwanted enrollment in research, any
ethically valid process for indicating
consent must provide sufficient evi-
dence that subjects’ preferences and
values favor enrollment. Next, investi-
gators have an obligation to respect
subjects’ autonomy. To meet this obli-
gation, subjects must remain in con-
trol of their enrollment in research—
they must actively enroll, as opposed
to being enrolled. Finally, to ensure
public accountability, the consent
process must provide evidence that
subjects are enrolled only when these
two conditions have been met. To bal-
ance the need for public accountability
with respect for subject confidentiality,
the consent process should be accessi-
ble to at least one, but typically no
more than a few observers who are
independent of the research team.

In many cases, a signature meets
these three conditions. As long as sub-
jects are well informed and able to
make an autonomous choice, it seems
plausible to assume thar they will sign
the consent form only when they want
to enroll. Furthermore, stipulating that
subjects must perform the action of
signing their names ensures that they
remain in control of their enrollment
in research. Finally, since the act of
signing can be observed by others,
requiring a signature allows for an
independent witness to verify and doc-
ument that conditions one and two
have been satisfied. This suggests that
allowing subjects to indicate their con-
sent by signing a consent form makes
sense. However, requiring that sub-
jects sign a consent form, particularly
given that signature conflicts with
many subjects’ preferences, poses risks
to some subjects, blocks important
research, and does not make sense
unless there are no alternative process-
es that satisfy these conditions as well.

Fortunately, “purely oral” consent
provides such an alternative.

Purely oral consent is identical to
the presently mandated consent
process with the exception that sub-
jects indicate their consent by means
of an explicit verbal commitment,
rather than a signature. To ensure that
purely verbal consent does not trivial-
ize the consent process, it should be
standardized. First, as for any consent
process, the investigator must fully
explain the protocol, typically based
on a written script or checklist
approved by the IRB. The investigator
should then answer any questions. To
avoid blurring discussion of the proto-
col with the individual’s enrollment
decision, purely verbal consent should
include a clearly demarcared decision
phase. For instance, once all questions
have been answered, the investigator
should allow sufficient time for delib-
eration and consultation before stat-
ing: “Now [ would like to ask you to
make an enrollment decision. Would
you like to enroll in the research study
we have discussed?” Assuming the
individual understands and is able to
make a voluntary decision, an affirma-
tive response constitutes consent to
enroll, while a negative or ambiguous
response implies a lack of consent.

Indicating one’s decision verbally
does not produce documentation for
the institution or subject in the way
that signing a consent form does. To
verify and provide a record that the
conditions of ethically valid consent
have been met, the investigator should
write a note detailing the consent
process that gets signed by the inde-
pendent witness. In other cases, the
consent process could be videotaped
or audiotaped. When documentation
of consent would place the subject at
increased risk, investigators should
instead involve an independent con-
sent consultant, such as a member of
the institution’s ethics committee or
IRB, to verify that the process meets
the three conditions on ethically valid
consent. Finally, where appropriate,
subjects should be provided with a
summary of the study, typically a copy
of the written script or checklist used
by the investigator to explain the
study.
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Importantly, purely oral consent
provides as much evidence concerning
individuals’ research preferences as a
signature. As long as individuals
understand that a verbal choice con-
stitutes agreement to enroll, the
assumption that they will say they
want to enroll only when they really
do want to is as strong as the assump-
tion that individuals will sign only
when they want to enroll. Likewise,
individuals can control what they say
as much as they control what they
sign. Thus purely verbal consent
ensures that individuals remain in
control of their research enrollment.
Finally, since a verbal statement is
accessible to others, purely verbal
consent allows for an independent
witness to verify and document that
the “evidence” and “control” condi-
tions have been satisfied.

Hiasion

v he signature requirement provides
. an important example of how the
need to enforce all elements of the
U.S. federal human subjects regula-
tions can conflict with the regulations’
own goal of respecting subjects and
supporting important research.
Although these problems appear
insignificant, and have been widely
ignored, the signature requirement has
the potential to inadvertently conflict
with subjects’ values, pose risks, mis-
lead subjects, and block research. To
avoid these costs, the regulations
should be amended to include the
three requirements for methods of
indicating consent and then allow
IRBs the flexibility to approve meth-
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ods other than signature that imple-
ment them. This approach would
allow IRBs to avoid the unintended
harms of the signature requirement
and, more generally, offers a way to
write regulations that minimizes their
unintended negative consequences.

The opinions expressed in this arti-
cle are those of the authors and do not
represent the view or policies of the
Department of Health and Human
Services or the National Institutes of
Health.
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